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Abstract of JP1 1 147895 

PROBLEM TO BE SOLVED: To obtain a new alkyl substituted glycine derivative comprising a specific 
alkyl-substituted glycine derivative, having inhibiting activities against interleukin 1&beta converting 
enzymes(ICE) and useful as a therapeutic composition, etc., for chronic articular rheumatism, 
encephalitis, inflammatory bowel diseases, pancreatitis, etc. SOLUTION: This new alkyl-substituted 
glycine derivative (salt) is represented by formula ! [R1 is a group represented by the formula R1 1 -B- 
CO (R1 1 is H, an aryl or a heteroaryl; B is a lower alkylene, a lower alkenylene or the like) or the like; 
AA is a (substituted) &alpha -amino acid residue or the like; (n) is 0-2; (m) is 105; R2 is H, OH a lower 
alkyl a lower alkenyl, an aryl, a heteroaryl, amino or the like, R3 is represented by formula II [R31 is 
represented by the formula NR35 R36 (R35 is H, a lower alkyl or an aryl; R36 is H, OH, a lower alkyl, 
an aryl or the like); R32 is H, heteroaryl or the like; R33 is H or a lower alkyl]} or the like] and is 
obtained by carrying out a method for amidating reaction of a carboxylic acid compound represented 
by formula III with an amine compound represented by formula IV (Rx and Ry are each a protecting 
group; Rz is R32 or the like), then removing the protecting groups, oxidizing the hydroxyl group or the 
like. 
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N- [N- (2-t7h^f^) -L-A'tJ./P] — N — 
[ 3 ..... ( j. h 5 5 - ,f ;l,)7n t°A ] f V U V 

N- ( 3-y-7*77°nt7l/) -N- [N — (2-t7f 
-fA-) -L-A*lf^] /'J^y xf;l-XXf;l'2 . 5 
0 %<n i J**Mbfob>T 5 F 1 5m 1 »»Sfc % ttffcTV 
3 7 6m sM^TiS-lk-i- hO^J*460mgt 
Sffl-CiBi. 10 0t;r2 4l$[SBSfFLJt. RE*2rM 
SUCiMBU »»xf-;v 10 0ml T^RLfcflL 1 M 

£S^£^y#y/^7A7n^h/57 4- (?on 
WV^^/-^=98/2-96/4) "CfiKKL 
T<fMMfc£«Jl. 2 6sSiffert/U7TXi:LTft 
fc. £fc*BUE*)N- (3-yry7of/H -N- 

[N- (2-t7b^^) -L-AyA-] /'Jyy x 

AX7>f ^ 1 - 2 2 s 1 0JR Lfc . 

[0021]#tHl 1 

N- [N- (2--h7F-fA0 -L-AUiW -N- 
[3- (2-h'j7x x/l^ f-A— 2 H — r F 5V-A- 

N- [ N — (2-t7M*) -L-/OJA-] — N — 
[3- (r^V— -fAO TutfA-] ?"y>-y 
Xf^xxf/H- 0 Sg^ontfA-i^Om 1?§ 
hyxf-;l/T$yO. 3 4 5mlSlrtMl:)^J7 
* ~ /i^ ?yo. 6 9 1 g £ Jnx. , SfiT 2 B^ftf* L 
Jt. KfSS^nn^A-A 10 0ml THRU ftfflS 

-f/Vtat LTSSffc^tt 1 . 8 1 g &m&T*:fr7 
[00 22] 

##$112 (3S, 4RS) -3- ( (N- {3->>T 
77'nb°A0 — N— [ N — (2-t7^-^/^) -L-A 
'JA-] rVzsJV) TS7) -4-hKa^y-5-7x 

y^i^y^yse tert-y^A-xTL-rA- 

N- (3-yT77ot;i/) -N- [N— (2-f7h 
-L-^'J/H/'J^ Xf^XXf^2. 0 

og^?y 3 0mi jgi&c i sasfofcSHt?- h y fj 



A*SJR7 .08ml g-Jffi:. ^gT' 1 B$ P^ftff Lfc. 
MJK»:7xy|g2 . 1 0 g<7)*m%£3 0m 1 t'tuip 

h£»4kmu aee**i oomi r#«u 
mt?r*zs?r LrmmLtdk. mmmsr^ l 

fc. #4iX^SE ( 1 - 40g)»H«581mga 
tX(3S) -3-7Sy-4-tFa^fy-5-7r.y 
3-i^y^yM tert-7"f-;!^x^f-;l/4 1 4mg i 

fe7W7 7^iU#t. J^.T. »Jl2h« 

1 3 

N-7>A— N- [ N — (2-t7h-f^) -L-Ay 

A'] 7'yyy##MJi 4 

(3S, 4RS) -3- ( {N-7>A— N - [N- 
(2-t7h^/W -L-A»J;H ^y^A-} T5 7) 
-4~tFo^y-5-7x7^>^y7y|£tert-7' 

###J15 

N- [3- (1H-- f fA-) rnt 

/V] -N- [ N— (2-t7h'f^) -L-A'iJ;U 

y^y 

<3S, 4RS) -4-hKD^y-3- { { N — [3 
- ( l tW l AO rnbVH -n- 

[N — (2-f-7F-f^> L-A'iJll/] ?"y^A| 75 
7) -S-yx^y^y^yl tert-7'f-Axxf- 
)V 

[0 0 23] ##$J1 7 

(3S) -3- ( { N — (3-J/TVTneAO -N- 
[N- (2-t7h'f^) -L-Ay;y] y''Jy;W7 
5 7) -4-^7-5-7^7^- s^y 7 yflg tert 

(3S,4RS)-3-({N- (3-^T77°ob c 
AO -N- [N— {l-lryYAJV) -L-A'iJ;H ^ 
y^AO 7*5 7) -4-tb*a^-5-7xy'^ 
y^yl tert-7'^XX-rA- 1 8 3 m g£0Mt7-> 
l^yMMf-. *}£T\ Dess -Marti n|Sig3 5 
Smg^Jtl^fc. IBtr^JtS^^fe^. Dess-Ma 
rt i ntQjgSrSfeCSOmg^jDi., MfiT2B#f E g» 

fptfc. Kj£?stfawaMM-t- h y vhjems o m 1 

/77-f- (^no*M/^^/-;H9 8/2 ) f 
ffiS-f^tt 1 8 0 m g LT# 
te. £TF. ##^I 1 7 t LT^lS Ufc . 
##flJl8 

(3S) - 3- ( {N-7*^-N- [ N— (2— T7 
h4";l^) -L-A'y;y] /'Jy;H T57) -4-^ 



(10) 



fflf 11-14 7 8 9 5 



y-5-7xy^ >"<y ? yffi tort- ^t/nxf^ 
##ffl 1 9 

3- ( { N— [3- ( 1H-- f 5*V— /P—l—fAO 
7'otT/H -N- [N- (2— t7Y-4}V) -L-AU 
?'U^;W T5y ) -4-**V-5-7i>'^!/ 

##M 1 2 *j i V 1 7 t LT-o-fiStLfc. 
##W2 0 



#^ 


'H-NMR(TMS teSlfigg) 


i 


5 (CDCl J ):1.29(3H I tJ=7AHz) ! LB2(2H,[t,J =7.(3Hz,J=6.fiHz),2.48 
(2H,t,J-7.()Hz),2.76(2H,[,J=6.6Hz),3.5y{2H,s),4.20(2H,q,J=7.4Hz) 


2 


5 (CDa,):0.97<3H,t,J=7.4Hz), 1.28(3H,!,J=7.4Hz) t l .32-1 ,53(4H,m), 
2.61(1 H,t,J=7.()Hz),3.4 l(2H,d,J --B. 1 Hz),4.20(2H,q,J=7.4Hz) 




5 (CDCb):1.28(3H < tJ=A.9Hz) 1 1 .88-1 .97(2H,m) > 2.59(2H,l,J=6.5Hz), 
3.64{2H 3 s) f 4J)6(2H 1 t ) J=6.9Hz)V4. l9(2H,q,J"6,.yHlz},6,92( 1 H,t,J -1.2H 
z),7.0f>(lH,t,J=1.2Hz),7.48(lIl,s) 


4 


S (CDC1,):U.SS-1 .08(6H,m), 1 .23-1 .33(3H,m), 1 .43(9H,s), 1 . BO-2. 1 8 
(3H,m),3.37-2.52(2 H, m),3.42-3.8S(3H,m), 3 .73-4 .55(4H T m),5.0<>- 


5 


5 (CDCb):0.K9- l.D2(9H,m), 1.26(3H,U=7.2Hz), 1 .3 ! -1 .59(4H,m), 
1.43(9H,s),1.93-2.0')(lH,m),3.3[t-3.35(IH,ni),3.45-3.S3(lH,m) ! 

(1H i 1=17 IH/),4 i 4 ('Ui i) > 19 11 1=9 HI ) 


6 


5(CDU 3 ):(J.92-ll.9i(6ll,m > h t i 7.2H 1 1 WlU).l.9l-2JZl 
I 5 M -J ^ L7 ni f } *f r I- li^ni) * Ul 1 H r l mfi 1! ' ' 
( 1 H,m),7.(I5-7.()8( 1 llm},7.49-7.51( lH,m) 


7 


S(CDCJ 3 ):a91)-1.42(9H I m) > 1.8l)-2.65(511,rap.40<.55(6H,in),4.68- 
5. 1 8( 1 H,m),6.85-7. 10(lH,in),7.45-7.68<2H,m),7.65-8.(15(4H,m) 1 
8.3 1(1 Ha) ' 


8 


5 (CDCl 3 ):0.99(3H,t,J=7.3H2), 1 .05(31 l,d,J=6.6Hz), t . 1 3(3H,d, 
J=fi.f,Hz),1.27(3H,t,J=7.2Hz),1.37-1.69(4H,m) r 2.20-2.26(lH,in),3.36- 
3.Al(2H,m),3.75(lH,d,i=16-XHz),4.2tt(2H,q,J=7.3Hz),4.43(lH,ilJ = l(> 
.8Hz)^.lA(lH,m>,7.03(lH 1 d,J=8.8Hz),7.51-7.59{2H ! m) I 7.86-7.95 
(4H,m),8.33(lH,s) 


9 


5(DMS0-d 6 ):(>.81-0.95(6H > n.),l.l7-1.21(3H,m),1.88-2.2()(3H > m), 
3.23-3.72(3H,m) ! 3.9()-4.76(5H,m),5.10-5.13(lH,m),(>.85-A.89(IH,m), 
7. 14-7.2 UlH,m},7.S9-7.64(2H,m),7.9S-8.(l2C3H,in) ! «.29-K.30(lH,m) f 
- n|'H,m) 


10 


d (CDCI3): 1 .00-1 -08(6H,ra), 1 .24- 1 34(3H jn),l .94-2.42<3H,m),2.99- 
3.70(4H,m),3 79-4.30(3H,m) 7 4.36-4.8 1( lH,m),4.83-4.90( 1 H,m).7.53- 
7.64(2H,m),7.84-7.97(4H,m),8.33-8.38(lH > m) 


11 


d(CDCl 3 ):().99-l.l()(6H,m),l.2l-1.32(3H,m),2.00-2.25(3H,m),2.89- 
3.7(K5H,m) J 4.ll-4.20(2H,m),4.3C)-4.42(lH,n,),4.H4-5.14(lH I m),7.07- 
7.37(15H,m),7.5()-7.58(2H,n)),7.82-7.94(4H,iiiXK.28-S.31<lIl,m) 


12 


6 (CDCI3) : 1 .04- 1 . 13(6H,m), 1.37-1 .43(9H,m). 1 .89-2.74{7H,m),3.35- 
4.92(9H,m) J 6.82-6.96(3H, I n),7.17-7.26{2H > tn),7.5()-7.64<2H,m),7.75- 
7.93(4H,m),8.23-8.31{lH,m) 



[00 2 5] [*2] 



(3S) -3- ( { N— [ N — (2— ^h-fW ~L 
— N— [3 - (2-NV7j:-;^f/K2 
H — r b 9 y"—;P~ 3—4)V) rattP] ^U^W T 
$/) -4-^V-5-7i7^y^yl tert 
-7f^X7f/l/ 

r. 



(11) 



flfflf 1 1-14 7 8 9 5 





13 5(CDCl 3 ):0.9<)C3!i,[J=7.2Hz),i.0(i(3H,d ) J=fi.6Hz),L.()6(3H,d, 
J=fi.filfa), L25-l.70<4H,in),2.12-2.23(lH,m),3.50-3.57<2H,m), 3.K8 

( I H,tU= 1 7.3Hz),4.33< 1 H.dJ = 1 7.3Hz),5. 13< 1 H,m),7,24( 1 H,d.J= i 0.6 
Hz).7.4')-/f S(;:i,m) :-n;4',\ rn i,v. -KHI,s) 

14 6 (CDCl 3 ):0.86-1.00(3H,m) ,1-06-1 2(6H,m), 1 .33 LKG(4H,m), 
I.4i(9H,s) > 2,H)-2,25(lH,m),2J5-2.67(4H,m),3.52-3.57(2H,m),3.89- 
4.09(4H,m),4.3(]-4.5()(lH,m),4.90o,0!)<;iH,ni),f).7y-6.94{4H,m),7.l7- 

7.2(Km,3H),7 4<J ' • ^ 90{4H,m),8.22-«.31{lH,m) 

15 5(DMSO-d 4 ):0.90-0.9«(f)H t i7>),l-Sl-2.?.3(3H,ra) > 3.23-3.7(K3H,m>, 
3.81-4.fi9(4H,m),7.60-7.ti()(5H,m),7.95 -8.05(3H,m),«.51-K.53(lH,m), 

8.6S-B.76(IH,in),9.00-9.07(LH,m) 

1 f> 5 (CDC1 3 ):0.90- 1 .()9(6H,m), 1 .36- 1 . 45(9H,m), 1 .50-2.75(5H > m) > 3_(X)- 
4.41(l0H,m),4.f 1 »-4.7H(llI,m),6.K4-6.92p!I,m)J.()6-7.26(Kli,m), 

7.54-7.6 1 ( 1 H, m),7.S3-7 .H8(3H,m),H.24-8.30( lH,ffl) 

17 6(CDCl3)U.01-L13{fiH s mJ > 1.3,^1.41(9H,m) > 1.9t)-2.3l)(3H,m) I 2.34- 
2.56(2H,in),2.80-3-(M(2H,m),3.«)-4.2O(4H,m),4.7<l-5.(KK4H,m),6.75- 
7.(H)(:nij:i)//.2()-7.28(2H J m),7.S()-7.61(2H,m),7.7K-7.94(4H,m),fl.22- 

X.3l(lR,n) 

liT 6{CDCl 3 ):0.91-1.03(3H,ra),1.0A-l.il(6H,m),1.35(3H,s), 1.39(6H,s), 
1 .5 7- 1 .75(4H,m),2.2(l-2.30( m,m) > 2.7f>-3.()3(^H,ni),3.54-3.36(2H,ra), 
4.07(2H,s),4.70-5.(16(4H,m),6.83-<S.96(4H,m),7.2O-7.3«(3H > m),7.51- 
7.59(2H,m) ,7.«0-7.93(4H,m),8.29-8.33(lH,m) 

19 Ci (CDCI.,):'().91 - 1 (18(6H,m), 1.32-1 .41(9H,m>,?.<)3-2.45(2H > m),2.75- 
3.0(K2H,m),3.25-3.70(2H,:n},3.K4-4.35(5H,m)4.7l-4.95(4H,m),fi.H4- 
6.95.(3H > m);7.«6-7.27(7]l,.n>.7.45-7.59(311.m),7.H4-7.9l(3H,rTi), 
8.31(IH,s) 

20 5(CDCb):1.00-l.«6(6H,m>,3.33--1.37(9H,rn),2.00-2,3()(3H.in),2.7()- 
3.()/(4H,in),3.65-3.«0(2H,m) 1 3.94-4.35(2H,m),4.7[)-5.0(}(4H,ni),f,.K'. 
6.93(3H,in),7.«6-7.12(5H,m),7.1S-7.2S(2H,iii),7.25-7.34(!0H,m) J 

, | 7.4H-7.^B(2H J ir.>,7.76-7.9<)(4H,m>,R.2j-ii.3KlH,in) 



[0026] mmmi 

( 3 S ) — 3 — ( { N— O-^TVrtrW — N — 
[N — (2-t7b^f;H -L-VN'U/P-] yVi/)V} T 

(3S) -3- ( {N- {3-isTJTu\?}V) — N — 
[N- (2— 7-7h^/H -l-;\'U;i-] ?'U^;M T 
sy) -4-^v-5-7ay^y^y?yl tert 

- -/f^X^r/P 7 0m gnrnt*^ >3ml M= 

h ij 7Wo«2m l £jjh;c. SfflT 3ff#raS}f t 
Jfc. SMWy2 0m 1 ^Jpx. SETilHU 

1 H-NMR : (DMS0-d6 ) S : 0 . 87-1 . 04 (6H , a) , 1 . 75-2 . 78 (7H , 
in) , 3. 25-3 . 70 <2H , ■) , 3 ■ 70-4 . 25<2H, m) , 4. 52-5 . 10 (4H , 
m) , 6. 83-6 . 95 (3H , m) , 7 . 18-7 . 27 (2H, n) , 7 . 53-7 . 65 (2H , 
m) , 7. 93-8 . 05 <4H , ra) , 8 . 49-8 . 72 (1H, n) 
IR(KBr) : 2249,1736,1637,1626, 1599, I576cn-1 
JilT. mm 1 t RfcfcLT^JSLJfc. 
P»12 

(3S) -3- ( { N— [N— (2-t7f^;W — L 
— N— [3- {t-V7V-!V-5-4)V) T 



1H-NMR: (DMS0-d6) £ : 0. 88-1 . 03(6H, m) , 1. 75-2. 80 (7H, 
■> , 3 . 60-3 . 70 (2H , m) , 3 . 90-4 . 25 ( 2H, in) , 4 . 50-5 . 20 <4H , 
m) , 6. 80-6. 97 (3H, n) , 7. 15-7 . 28(2H, m) , 7. 52-7. 63 (2H, 
m) , 7 . 92-8 . 03 (4H , m) , 8 . 38-8 . 77 ( 1H , n) 
IR (KBr) : 1736, 1637, 1626, 1599, 1578cm-l 

too27] mm\3 

(3S) -3- ( {N-y^-N- [ N— (2—7-7 
MAO -L-AiJ*] 757) -4-** 

v- 5-7 xs^i^y* ym 

1H-NMR: (DMS0-d6) 9 :0. 83-0. 99(911, n) .1.20-1. 70(4H, 
m) , 2 . 20-2 . 30 ( 1H , m) , 2 . 60-2 . 80 (2H, m) , 3 . 20-3 . 84 (3H , 
m) , 4 . 11-4. 21 (1H, m) , 4. 50-5 . 11(3H, n) , 6. 85-6. 90 (3H, 
m) ,7. 19-7. 23(h, 2H) , 7. 58-7 . 63(2H, n) , 7. 90-8. 01 (4H, 
m) ,8. 52(lH,s), 8.52-8. 75(1H, in) , 12. 5(lH,Brs) 
IR(KBr) : 1736, 1637, 1626, 1529cm-l 

mmM4 

3 - UN - [3- < 1H-' f Sry-A—l— 
7nt/H -N- [N— -L-;OJ 

;H ^y^H rsy) -4-^y-s-7x^y 

1H-NMR: (DMS0-d6) £:0. 90-0. 96(6H,m), 1.90-2. 35(2H, 
m) , 2 . 60-2 . 85 <2H , ra) , 3 . 20-3 . 60 { 2H , m) , 3 . 76-3 . SO (111, 
m) , 4 . 00-4 . 20 (4H , m) , 4 . 50-5 - 20 (4H , m) , 6. 84-6. 91 (3H , 
m) , 7. 15-7. 41 (3H, m) , 7. 52-7. 70 (3H, n) , 7- 96-8. 14 (4H , 
m),8.51(lH,s),8.60-8.80(lH,m) 



(12) 



WKf-l 1-147895 



IR(KBr) : 1734, 1678, 1637, 1533, 1498cm-l 

[0028] imemmm&^ttfffi&witott. 
^mmm^t. z.tit > <m&N&. tienws&xv 



*K Meii^iHK PrteTnhVK Bufiy^/K Phii7 
[0029] 

C0 2 H 



No. 




z 


0, 


R 2 


XR 39 


1 


2-Naphthyl 


CO 


2-Pr 


H 


OPh 


2 


2-Naphthyl 


CO 


2-i'r 


Pr 


OPh 


3 


2-Naphtfiyl 


CO 


2-Hr 


2-Pr 


OPh 


■■ 


2-Naphtfiyl 


CO 


2-i'r 


2-Bu 


OPfi 


H 


2-Naphthyl 


CO 


2-Hr 




OPh 




2-Naphthyl 








OPh 


7 


Z-Naphthyl 


CO 


2-Hr 


CH=CH5 


OPh 


8 


2-Naphthyl 


CO 


2-Hr 


C^CH 


OPh 




2-Naphthyl 










10 


2-Naphthyl 


CO 


2-Pr 


ChfcChbCN 


OPh 










nit J 


OPh 


13 


2-Naphthyl 


CO 


2-Hr 




OPh 


13 


2-Naphthyi 


GO 


2-Hr 


• t> 


OPh 


14 


2-NaphthyS 


co 


2-Hr 




OPh 


15 


2-Naphthyl 


CO 


2-Hr 




OPh 


16 


2-Naphthyl 


CO 


2-:T 


CH 2 CH 2 NH Z 


OPh 


17 


2-Naphthyl 


CO 


2-Hr 


CH 2 C0 2 H 


OPh 


18 




CO 


2-Pr 




OPh 


19 




CO 


2-i'r 




OPh 


20 


cr°' 


CO 


2-Hr 




OPh 



[0030] 



[^4] 



mm^l 1-14789 5 



No. 


R11 


L 




a* 


XR 39 














22 


"'tXX 


CO 


2-Pr 




OPh 


23 


2-Naphthyl 


S0 2 


2-Pr 




OPh 


24 


2-Naphthy! 


S0 2 


2-Pr 


N-NH 


OPh 


25 


2-Naphthyl 


CO 


tert-Siu 




OPh 




1 -Naphthy 










27 




CO 


tert-Uu 




OPh 


28 




CO 


tert-«u 


w 


OPh 


29 




CO 


tert-Uu 




OPh 


30 


2-NapHthyl 


CO 


2-Pr 




OPh 


31 


1 -Naphthyl 


CO 


2-Pr 




OPh 


32 


2-Naphthyl 


CO 


2-Pr 


w 


0 CI 



No. 




z 








33 


2-Naphthyl 


CO 


2-Pr 






34 


2-Naphthyl 


CO 


2-Pr 




° b 


35 


2-Naphthyl 


CO 


2-Pr 






3S 


2-Naphthyl 


CO 


2-Pr 






3/ 


2-Naphthyl 


CO 


2-Pr 




0(CH ? )tCH 3 
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38 


2-Naphthyi 


CO 


2-i'r 


Me 




2-Naphthyl 








40 


2-Naphthyl 


CO 


2-i'r 


2-Pr 


41 


2-Naphthyl 


CO 


2-h>r 


2-Bu 


42 


2-Naphthyl 


CO 


2-Pr 


sec-Bu 


43 


2-Naphthyl 


CO 


2-l'r 


tert-Bu 












45 


2-Naphthyl 


CO 


2-;>r 


C=CH 


46 


2-Naphthyl 


CO 


2-Pr 


CN 


47 


2-Naphthyl 


CO 


2-Pr 


CH ? CH 2 CN 


46 


2-Nsphthyl 


CO 


2-Pr 




49 


2-Naphthyl 


CO 


tert-Hu 


CH S CN 




1 -Naphthyl 






UN—' 


51 


or- 


CO 


tert-liu 


CH 2 CN 


52 


or- 


CO 


tert-Bu 


OfJ 


•33 


or- 


CO 


tert-Liu 


UN — ' 


54 


or"' 


CO 


tert-Bu 


CH 2 CN 


55 




CO 


tert-Bu 





[00 33] 



1*7] 



(15) 
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No. 


i1„ 


Z 


R a 


n 2 


56 


2-Naphthyl 


CO 


2-Pr 




57 
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u ii^stt^f.. Has. fijfiiffffi 

g^ft&s. AiDstfc^ffltfts. *f&wt£^ i c 

[0 0 3 5] 1. IL-ljS3aftS3gffi«rStt 
IL-l/3^»«JxJE?S (20 mM HEPES ■ 7KffiHfc"7~ J- L> ^ 
ASMpH 7.5. 10 %X?n-X, 1 mM EDTA. 1 % CM 
PSfcj;tX2.5 mM DTT^-irtf) S-fSSLfc. «*«9«Ka> 
SSMfrg* (^Wt^ft) &SU«£OE» (60jLtl), 
b h»*SSjLMlL-10£3S83B?8 (60ji£l 
^aig^Ac-Tyr-Val-Ala-Asp-AFCSiK (180/x 1 ) £ tUZ. 
T37 'CJCTKKS-fct. fflfSfe* 395 vmiS&Tfm&Si 
ft 515 nmT33fca£E£i«rf4 it IC 50 ffi£ 
SHiLfc. =5r*3. JJE£§fefr&#HEPESi;U-<2-fcFn$f 

l^^TSyHML CHAPS5i3-[(3-3 5S KTnbVW 



f-:*-* \s4Y X tMc-Tyr-Val -Al a-Asp-AFCtiT-te 

ym-i- ]- y nvj/w-r s 

[0036] 2. IL-lj8££fiWlffi 

JBfiiit, 100 u/Bi^-i-'jy-. loo^g/mixM-rhv 

4 i-y. 20j«HP<;V*7'bx^/-^S:JDifcRPMI-1640 
«tt (^3ft) tcSffi^tirTlimixlOo cell/mlK 

-t- («24K. ft^-^^-i ha) tasiinu 5 % 

m2^^ A ^-^-T15*ig*^, Vtf&m (E-coli 
serotype 055:B5nX^^ JTtt) £it$l?l-ft20Ac g/ml 
Tin*.. 24^^±S*tt. 

mmi^Tll-lfi (pg/ml}£ELISA^y h {"tA^ 
>tt) Til^U 50 UW$ (IC 60 tf. /iH)^g:5Et^ 
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